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In the Claims 

The claims are as follows: 

1 . (Original) A transgenic mouse, the genome of the cells of which stably comprise a DNA 
molecule which comprises a human genomic DNA sequence comprising a human tau promoter 
and which DNA sequence encodes human tau, wherein the DNA sequence is expressed in the 
transgenic mouse so as to result in the transgenic mouse expressing six isoforms of human tau, 
wherein the transgenic mouse does not express endogenous murine tau, wherein the DNA 
sequence comprises one Srfl restriction site in the human tau coding region, and wherein the 
transgenic mouse accumulates filamentous tau in dendrites of hippocampal neurons. 

2. (Original) The transgenic mouse of claim 1 which develops abnormal spinal cord pathology. 

3. (Original) The transgenic mouse of claim 1 which has motor abnormalities. 

4. (Original) The transgenic mouse of claim 1 wherein the human genomic DNA 
sequence comprises at least one alteration. 

5. (Original) The transgenic mouse of claim 4 wherein the alteration comprises at least one 
mutation. 

6. (Original) The transgenic mouse of claim 4 wherein the alteration comprises at least one 
insertion or at least one deletion. 

7. (Original) The transgenic mouse of claim 1 which has a dementing disorder or a 
neurodegenerative disorder. 



8. (Original) The transgenic mouse of claim 1 which accumulates abnormal tau in the cell 
bodies and dendrites of neurons in the hippocampus, neocortex or brainstem. 
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9. (Original) The transgenic mouse of claim 1 wherein at least one human tau isoform has an 
abnormal conformation. 

10. (Original) A transgenic mouse, the genome of the cells of which stably comprise a DNA 
molecule which comprises a human genomic DNA sequence comprising a human tau promoter 
and which DNA sequence encodes human tau, wherein the DNA sequence is expressed in the 
transgenic mouse so as to result in the transgenic mouse expressing six isoforms of human tau, 
wherein the DNA sequence comprises one Srfl restriction site in the human tau coding region, 
and wherein the ratio of the six isoforms is altered in the transgenic mouse relative to the ratio in 
humans. 

11. (Original) Progeny of the transgenic mouse of claim 1 or 10. 

12. (Original) A method for expression of human tau in a mouse, comprising preparing the 
transgenic mouse of claim 1 or 10. 

13. (Original) The method of claim 12 wherein the human genomic DNA sequence comprises at 
least one alteration. 

14. (Original) The method of claim 12 wherein the alteration comprises at least one insertion or 
at least one deletion. 

15. (Original) The method of claim 12 wherein the alteration is associated with a dementing 
disorder. 

16. (Original) The method of claim 12 wherein the alteration is associated a neurodegenerative 
disorder. 



17. (Original) The method of claim 12 wherein the human tau isoform has an abnormal 
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conformation. 



18. (Original) A method of using a transgenic mouse which expresses human tau to screen for an 
agent that reduces or inhibits a neurodegenerative disorder, comprising: 

(a) administering the agent to the transgenic mouse of claim 1; and 

(b) determining whether the agent reduces or inhibits a neurodegenerative disorder in the 
transgenic mouse relative to a transgenic mouse of claim 1 which has not been 
administered the agent. 



19. (Original) A method to screen for an agent that reduces or inhibits abnormal tau formation, 
comprising: 

(a) administering the agent to an organotypic slice culture comprising cells obtained from 
the brain of the transgenic mouse of claim 1; and 

(b) determining whether the agent reduces or inhibits abnormal tau formation in the 
organotypic slice culture relative to an organotypic slice culture which has not been 
administered the agent or a corresponding organotypic slice culture comprising cells 
obtained from the brain of the transgenic mouse of claim 10. 
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Remarks 

Applicant believes the groupings in the Restriction Requirement are in error as claims 8-9 
depend on claim 1 and claims 16 and 17 depend on claim 12, and claims 1 and 12 are assigned to 
Group I. The Examiner is requested to consider that expression of a wild-type tau gene can result 
in a dementing or neurodegenerative disorder (claim 16), accumulation of abnormal tau (claim 
8), and a human tau isoform with an abnormal conformation (claims 9 and 17). Applicant's 
Representatives respectfully request that if the Restriction Requirement is generally maintained, 
claims 8-9 and 16-17 be grouped with the claims in Group I. 

hi response to the Restriction Requirement, Applicant elects, with traverse, the claims in 
Group I (claims 1-3, 7 and 10-12), directed to a transgenic mouse, the genome of the cells of 
which stably comprise a DNA molecule which comprises a human genomic DNA sequence 
comprising a human tau promoter and which DNA sequence encodes human tau, wherein the 
DNA sequence is expressed in the transgenic mouse so as to result in the transgenic mouse 
expressing six isoforms of human tau, wherein the transgenic mouse does not express 
endogenous murine tau, wherein the DNA sequence comprises one Srfl restriction site in the 
human tau coding region, and wherein the transgenic mouse accumulates filamentous tau in 
dendrites of hippocampal neurons. Reconsideration and withdrawal of the Restriction 
Requirement, in view of the remarks herein, is respectfully requested. 

The Restriction Requirement is traversed on the basis that the inventions are closely 
related. Claims directed to a transgenic mouse, the genome of the cells of which stably comprise 
a DNA molecule which comprises a human genomic DNA sequence comprising a human tau 
promoter and which DNA sequence encodes human tau, wherein the DNA sequence is expressed 
in the transgenic mouse so as to result in the transgenic mouse expressing six isoforms of human 
tau, wherein the transgenic mouse does not express endogenous murine tau, wherein the DNA 
sequence comprises one Srfl restriction site in the human tau coding region, and wherein the 
transgenic mouse accumulates filamentous tau in dendrites of hippocampal neurons (claims 1-3, 
7 and 10-12; Group I) are clearly related to claims directed to a transgenic mouse, the genome of 
the cells of which stably comprise a DNA molecule which comprises a human genomic DNA 
sequence comprising a human tau promoter and which DNA sequence encodes human tau, 
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wherein the DNA sequence is expressed in the transgenic mouse so as to result in the transgenic 
mouse expressing six isoforms of human tau, wherein the transgenic mouse does not express 
endogenous murine tau, wherein the DNA sequence comprises one Srfl restriction site in the 
human tau coding region, and wherein the transgenic mouse accumulates filamentous tau in 
dendrites of hippocampal neurons, and wherein the human genomic DNA sequence comprises at 
least one alteration (claims 4-6, 8-9 and 13-17; Group II); a claim directed to a method of using 
the transgenic mouse to screen for an agent that reduces or inhibits a neurodegenerative disorder 
(claim 18; Group III); and a claim directed to a method of using a culture of cells from the 
transgenic mouse to screen for an agent that reduces or inhibits abnormal tau formation (claim 
19; Group IV). 

The Restriction Requirement is also traversed on the basis that Restriction Requirements 
are optional in all cases. M.P.E.P. § 803. If the search and examination of an entire application 
can be made without serious burden, the Examiner must examine it on the merits, even though it 
arguably may include claims to distinct or independent inventions. M.P.E.P. § 803. Moreover, it 
is submitted that Applicant should not be required to incur the additional costs associated with 
the filing of multiple divisional applications in order to obtain protection for the claimed subject 
matter. For instance, due to the relatedness of at least the claims in Groups I and II, the claims in 
Groups I and II can be efficiently and effectively searched in a single search with no additional 
burden placed on the Examiner. Evidence that the claims in at least Groups I and II can be 
efficiently and effectively searched in a single search with no additional burden placed on the 
Examiner is provided in the Restriction Requirement as those claims are in the same class (class 
800) and subclasses (subclasses 18 and 21) for search purposes. 

Further, as claim 1 links claims in Groups I-TV, claims 1-18 should be examined in the 
same application. M.P.E.P. 809. 

In the event the Examiner does not examine claims 1 8 and 1 9 with the claims in Group I, 
Applicant's Representatives respectfully request rejoinder of claims 18 and 19 (methods of using 
the transgenic mouse) with the claims in Group I upon a notice of allowance for the claims in 
Group!. M.P.E.P. 821.04. 
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Conclusion 

Applicant respectfully submits that the claims are in condition for allowance and 
notification to that effect is earnestly requested. The Examiner is invited to telephone 
Applicant's attorney at (612) 373-6959 to facilitate prosecution of this application. 

If necessary, please charge any additional fees or credit overpayment to Deposit Account 
No. 19-0743. 



Respectfully submitted, 

KAREN DUFF 

By her Representatives, 



SCHWEGMAN, LUNDBERG, WOESSNER & KLUTH, P.A. 
P.O. Box 2938 
Minneapolis, MN 55402 
(612) 373-6959 
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